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®&m&lfomM Neriproct Or;^S 

is* yifft-. xm *ts. Byjcc-r^- 

(I«S63*F6J113H Cttt) 



Sift : 9 p h yfftiR^W (CWPE) aSJM***^' 1 -? » V OBIPWKI H-aMU'C diflucortotone 
valerate (DFV), prednisolone (PS), hydrocortisone caproate (HC), hydrocortisone (H) 
LrtrffiJ, DFV *Sftiaottjfeffi»*^Lfc. DFV OttUfcffi»*« Udocaine (LDC) oE*K 

J:o"C««*«^i*»ofc. — jSEfiglSW-CO LDC <D&£&3D£fri DFV ioS^* f? DFV offl 

0 LDC o4oantt(*©KtSSfrffl^Jujtt DFV oiBftftfflicjfiHi-SJSaitoWKaftjRtJBflrU^ft 

Ch<boS*i-*fC, DFV i LDC QB£3f Ncriproci* H CWPE JWK"/ 
»jflW»ff**^'^t. HC Schcriprocf, H ***** Proctsedyl* t 

Posterisan forte* *OUa a/Uf-a-f K*ft£bttl* Borraza G* Borraginol N» Postcrisan* fc£ 
0«K»ffl»JC 0 ^V^££fW*^L*:. CWPE ASBf&IC Neriproct* 9 

► oBMHoWMSttt, ffiK-h*o«». *ffl»»o«IB. ftfittlfl&oBfl, 

<ttffll3ti, J^ffaJR^Kft^iftWSfrSA'^^Kfc. Neriproct* O CWPE*** ^"COttft 
PS. HC. H j: o 4 9S*»ofc*i. WftJBo«WJt CfflflBftfilflHM iDM/jteKEjqilll TD50) it DFV 



ra-f * Jaw fiWff8**»«W3 * h. wk. r * a * *• < 
rfl t s ^ % * »wjt*o are <t a j* *4f 

Kit hydrocortisone caproate (HC), hydro- 
* ©532 *E*«JIIKESBK2-6-64 



cortisone (H), prednisolone (PS) *T?&2>;&\ sfcflF 
'ft"tNQ&S&#J Neriproct* &i diflucortolonc valerate 
(DFV)Tfe^#L"Cl'a GEI*J«0. DFV na-ffijfc' 
fii!§ft^rM" it*** o -e/t < . EKfJc^tSfe**' 1 ' 1 1? ftil ' 

ttHJf PS "weak* -C**OK#JL DFV frt "very 
strong !C4MBaK-CV^»>. DFV riSHfr/TJ 

»«ffi«iW Ncriproci* UtWtiiEl##£ L "C DFV 
£Hiiifi!t5><t LT Hdocainc (LDC) BC-fr Lfc (> © 

Sprague-Dawley #i*g& SPF 5 y h (flsfifc 140- 
300 g) 4:H*^ U7 i ^AL, ^M22±2 e C, iS&55 

±io%. wne-v-f ^/n2i*iwoAx«iiw*fl ! T'CBgs8<a! 
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Table 1 Hemorrhoid drujs and their dosage form and active ingredients used in this study 



Category Product name 

Steroid-containing Ncriproct 

Schcriproct 

Froctoscdyl 

Postci'isaii lortc 



Dosage form 



Active ingredient* 5 



Cream 

Suppository 
Ointment 



Ointment 

Suppository 
Ointment 



Diflucortolonc valerate, 0.2 mg; Lidorainc, 
40 mg (in 2 g) 

Same as that of the cream (in 1.8 g) 
Hydrocortisone caproate, 4mg; Dibucainc 
HCl,5mg; Clemizole undccylatc, 10 mg; 
Hexachlorophene, 5 mg (in ig) 
Hydrocortisone, 5 mg; Esculosidc, tOmg; 
Fradiomycinc sulfate, 7.1 mg (in 1 g) 
Same as that of the ointment (in 1.84 g) 
Hydrocortisone, 2.5 mg; dead £. toli t 2.66 
xlO* cells (in 1 g) 



Sicroid-frcc 



Borraza G 
Borraginol N 

Posterisim 



Suppository 
Suppository 

Ointment 

Suppository 

OintmciU 



Tribcnoside. 200 mg; Lidocainc, 40 mg (in 
1.77 g) 

^likou extract, 0.18 mg; Ethylaininobcu- 
zoatc, 20 mg; Dibucainc HCL, 0.5 mg; 
Diphenhydramine HC1, 0.5 mg; Cetrimidc, 
2.5 mg (in 1.75 g) 

Same as that of the suppository (jn 2 g) 
Dead is. coli, 2.66x10" cells (in I g) 
Same as that of the suppository (in i g) 



a) Cited from the description in the packing insert (specification notice) of each product (except 
Ncriproct). 



ft (CE-2, fT) i.*^lH|-h»Cffi-flifC** Ji0>=. 

2. a^y-wa* u >sfi#8jft«ioaK 

JKflMCK.?**'- (10%) k1>#V > (2 

diflucortolonc valerate (DFV), lidocainc (LDC), 
hydrocortisone caproate (HC), hydrocortisone It 
Schering AG (ffiK-f *) «t 0A-=£L, prednisolone 
(PS)ti Sigma iH^BAU, TK©tH< * iJ " 
LtWIAKtltLfc. ««*»tt«SflK»"t?*i Ncriproct* 
toXlf Shcriproct* (B*** - V v^). Procioscdyl* 
(/U-t/V • A 7 a * ), Posterisan forte (^/l'.+jBSs), 
Postcrisan* (-*ii>*»SB). Borraza G* (Rffl'#ift:i: 
»). Borraginol N« (Still j&ftljB) OffiKrBfcttA 

I) ^D-A^ 



2) & n 

f£4mm ©JS^***** * r 5. * 

ft U"CWlJJS Lfc- I H 150 mg 4 tcs J: 5 K. ffl Br L 
v-, hffl*#J4Lfc. aSSdttJR* It VVitepsol-W35 
(Dynamit Nobel AG, ® K-f V ) *|rfl»K.JtfS!J Lt/M 

4. 0 □ h >»S«fiftM (CWPE) BmffKC^iU 

j. y*,f /./*--7-^ (I : 4 : 5 : 10) ifi«*SMftLfc. 
iO&KM (CWPE) 0.16ml *SUt:«iS (i> a > v 
vflM*, Johnson & Johnson) ^ „ r- EM'BW-ttf 



-Taritc-- 

Hff-i 
I 

5. 1 

ffJF 
Lfc. 

El 1 * 

*na 

6. $ 

m 

y/* : 

7. fi 

(car he 

$i) -c. 

Lfc. 

(tftfc 

0.5. I, 
K. At 

mm) 1 
C 1 0 

25 mm 
*<ftt 
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«tt-5-6Wttm»rJBBfiS:U ja» IH iR»K:i(M(Hr.n 

tfSB* 13 mm filil-titi W^o'CSWi: 

piff* (rac) fewwL. ^mo^toimt Ltz. 

RAC=10».\V r » • UV 

vv ra liiEWir-PWffloSffia. w h iltHEt? 
3&»4*#JO&£-iCll 5 mm^x 10 mm oy'y^'y 

y/*5t-^yJfefe4rJfiU (Biophoio, pi* 

vK^jBgMfcfltf-U 5WIW30#RK. CMC 
(carboxymcthylccllulosc Na) <t 0.04% Twee n 80 cO 

S^RKlHifi LfcttMK 0-5 ml/kg ^jgife^ii: R--««r 

K«-£Lfc (n = il). 

») "C, SfttBlffiCt Randall-SclittoHc 1 " (5* UfJIE 

iPJifi^(Sfii8iifiilli>£5Sftl mk-300 3g, ;£nrB!«) t-iUte 

crfei3t>jB«jwja:* 5 3o#&> *»- j: c< mum* 

0.5, I, 2, "3, 4, 6, 24lWfftH^ofc. 
8. *Jfl|S&gS^©yiUa3^^a-f K0I3V 

^-rn^ftT'C'? » r ©i l =f ffl^: U VVflWEM' 

mm) -CjtjaffltflFofc. £K*W8B 2 «»?f KLflP 0 . « 

ttffift&f |- 4 OTJrBBtfc. *»n©+*SB 1 fflJrfctt* 
*ffi*-C|fit>', &Sfc* U - A»| 20 mg ^rMat«tSi^w& 

25mm fl5ft^j»IC « 9 HI U BP©*** A*.** ^4 

* * tfe * ft o tft. fit p * n i ^ -estw-f 5 ffitiajc 



180 



^120 

c 
o 
to 
c 

0) 

I- 60 




Fig. 1 A typical example of the "skin-stretching" 
lest. The wound, ;i 15 mm slit, was made on the 
hack of the rat nncl topically treated with a daily 
dose of 20 mg cream containing hydrocortisone 
(0.4%)/sitc for 6 days. .\t point A, a rectangular 
patch of the skin hearing a healing wound, on 
ils center, was subjected to a continuous stretch- 
ing at n speed of 27 mm/min. When the force 
applied to the skin specimen attained to approx. 
180 g (point ft), the wound split and the tension 
dropped down to zero. 

-j?' (B-381H, fflfbiEtt) icESU. C(OB»(OMi 
9. ttttffiB 

Tukcy oitK. £li Sclicflc ©JtieclcJ: OWfc 

s ^ ts * 

1. CWPE m&*5-')[, 

l) ^^p-f K©ffijfefii&iJ6 

cwpe 5as@«. ^ y -Asa^fflA Lfc DFV, 

hc, h, ps *cpwrtica*u *o6BSBB«Ki«ini 

tfcBBKna©B»KP1ffft (RAC) \z X 0 win U 

(i2i2). i»-ritoi(»M-etiafleo±jnc4 

^I»W«o»'^«)^ii, Jto»Sio ID50 tfOA 
nrv 0.0001%, ps -eo.09i5K. hc -co. 76%, 
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25 * % tfi. 11 * % 



60 



2 40 

c 
o 

I 20 




O 1 ^4 "2 0 logW 

Concentration of subslonce 

fi B 2 Comparisons of DFV with several glu- 
I cricoids I their antiinflammatory act.vuy. 
The glucocorticoids prepared in a cream base 
were intrarectal administered to the rats of the 
CWpLhemorrhoid model. The recto-anus por- 
* excised 6hr after CVVPE apphcat.on 
Z , u wet weight measure^ ^ 
between RACs of intact and CWPr^ppl ed 
(but non-medicntcd) animals was taken as 100 
£ of the inflammation ran R c. Bad, plot .how, 
U, r m anvalue±S.E.(n=3). O. dirW«oln„. : 
ale", ■ Q prednisolone; «. hydmcorfonc; 
/\! l' ydroeoi-tisonc caproate. Rccto-anns-rf, 
, Rccio-anus wet NVC'Slu (g) x | 000 
cicnl (RAC) g-jy height (gl 



2) f!f£ffl»ffl®»***BWA 



SchcriproefttffiBliBKP-e*^ *rocto«dy!» ¥S 
p M tcrii»n forte* «flf J: 0 V^Wl** 1 -* 

a') *f #*rp<K.**«!lii«» l ' fl,l,riMn * 

ft*, Bor.aginol N* ft* 4 O Jttt * * Ncrip.-o« 
3). 

3) »»Jt«ott«*WWt 

»bh-f . » y » (CL) *** * X ' ALX 

ft D . WBiiTm«&rt»»i:^ if B* fe *t & * -> fc <■ 3 - 

, v) . u . . ,v =t- - vasrt ttB^fS t «S4 u-c 0 . * 4t 
■^Wf^ v,.5>i5nftao^try]iR«-5fiei* h-c v « 2> //«. >\< 
*ifeo-a'*JJrfi* ? tt*W-c** (Bi-A. b). - 
iirWL"C CWPE ittE 6 "waft© 
(MM) *tt*T»» ( SML > 9 

LMfuft ( v ) A ? 9 - ^ * - vflftjfi^iSm^'-Si^'St- 

LfcifcWc«»iR <»«- B > -c* 

CWPB »aitt*P. Seriproct* # « - * (150 mg) 

*ur.HrticttJ!/-b*:W CPB5-A. b) -citm-em 



.1 niiwM- ciirnifl-coiitaininff hemorrhoid- 

anus inflammation oi rats 




t K.CCIO-RI1U* * KOaV WCignt. V5/ 

\ «r RAG takine the difference between 
wa3 calculated from the mean value of RAC, takmg ^ ^ 

inU ct rat (wet weight of rectum 9±5 mg RA 

group as .00% c) », ,^2?^*-. "«» 

in ointment, i w.^'t * 
cream base group. 



(ME) (t 
;U ^ - y 

AOPfc' 

It*:. 3 
6-A, t 

2. 

I) w 

#m 

0. 

L. She 

Dorrag! 

4, Exp 

2) < 
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Table 3 Comparisons of Ncriproct with stcroid-frcc hcmorrhoid-drugs in 
inhibitory activity on the development of CWPE-induced recto-anus inflamma- 
tion of rats 
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Treatment 


Wet wt. of 


RAC 


Inhibition 

IX) 




rectum (mg) 




None 

Cream base 
Ncriproct 
Posterisan 
Borraginot N 


374± 9 
310±I5 
228±ll 
312±I3 
332±25 


2.68+0.08 
2. 14±0. 11 
1.62±0. 08* 
2. 25 ±0. 11 
2.32±0. 17 


0 

33.3 

65.4 
26.5 
22.8 



K.eier to tnc icjcnu ui iamc - - . , - 

difference from the cream base group. Wet weight of the rectum was 147 ± 
9mg and RAC was !.06±0.04 mg/g in intact rats. 



(ME) (i-a«*Lfc«BfA»Bft5>Kfc (H5-A) <> 

JPfB^SLtc (H5-B). toff (v) ttffiffiWifijfcS* b 
5ojfll«llB«>*bK/t^->fc (H5-A). 'J — ' 
/p*-y||«^liTOJ^IBIlBo«*liE'»tt CH3) J: O t 

Posterisan iftffa^OT (0 6 ) "Cl*. ««JM 

ffiMfiife Lfc«Bf* ; «illBffloHlBrr^E«> *b H fc. Bl 6 - 
A o P *+i £ Lfc«H«4r S fefcte* L H 6 - B -Cii 

ooM y yfii (CLa), 3S£k«W Lt iliifti 

Mc. Zhiz-S^i&imetoi'S (V) tBl»«ixfc (H 
6 -a, B). 

JCiBH'f %Kiffi**3S&lWlH Lfc Experiment 
i). rl-J-C-i Neriproct* »if »tt»6lX O MM* ^ * 
L, Shcriproct* Proctosedyl* Posterisan forte* # 
^T*^bK/c44-47%oW*r-it^irSA^A:. 

7, r p -f S *J H M * O It ft -C U. Ncriproct* 
0**fijBfc«]ffl <ft59«) *»E»e>*t. Posterisan* 
Borraginol N* ©ttjftfiittK^lt JgiSWISSB */clt ' 

4, Experiment 2). 

2) £KSffiottfti£flhft 



IfOtS, Neriproci 1 jfcffi!l5{b& ; flffiH 

Sift. (^5, Experiment 1 ) t Sheriproct* £ Procto- 
sedyi* "Cii, jRffi»«Bftffl* ; Neriproct* * » fc S3 ^' 

t fc. Ncriproct* trU* K^d**JW Borraaa 

G* 1 *) 4> » < JflftH" 5 »' fa * ; . * fc Borraginol N« 
fc*l*ti Posterisan* * D VtfEfc. M < jftfi*«lL 
(&5 , Experiment 2), 

3) tt&e^oMSIKItttt 

-t-r^5 „ H£ Neriproci* O * U - Aflji^fclfcft*- 
Lfc. RAC y - AjMt?»67#," 

t?»70»-C*0 (Si 6), H--^jfli:*ffl«o5l] 

3. DFV i LDC ©K^^ad* 

1) dfv oJA«Sft 3 ffl*-»«+ LDG ffi^oKW 
SRaMSlEJ***^^ -eit. dfv 41 sjj © ^ y » a flj 

(0.01%) tt*»^ltl&5l», DFV (0.01%) K LDC 
(2%) TfeiE-frLfc 9 y - Affl|-CH:ft565ffottjR!S!ja)* 

7). 

2) ttr?Ma*c:»ffiffl*OPin#fflit 

i?Hl*H 60. 4±3. 9 - 60. 8±4. 6%. fe*WB84flKfi*(l 
-58.9±2.9 54. l±3.3jf-C*>ofc. Cilb^W^^ 

ggtta*stoa«f»^aB*^H7-A. bkisu. 
i»a«» ldc a*»^is«tfl!4wt?tta*6o«niSc 
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rig. 3 J" "of a cross-section of , h. ««-» « ^'^^J^ £ L) arc cut i« 
Erased by a couon swab soaked w.h *^ To t hc m scuUris mucosa (Mm). All 
oblique sec.ion. They arc 5ec " 10 toLM) m cr circular muscle (ICM) and mucous 

t vpes, serosa (S). ouier longUud.nal muscle ^^J^^ ehar ,«cri.tie. (xlOO). B, 

L ziucvyn ore tiohtlv organized and none snow cacrouw« / x >n nn > 
Tnety^s oSJi I'aTe composed i columnar cells w.h a hypochromic nude, (*200,. 



i 

i 
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*V^T^tIBI^K * ' i ^^^^^^^^^^^ m ^^^ , Th e rectum was once 

3 Ph-.-microgr.ph. of a cr-ss-sec, io,. of the .^-/^IcIUn (CL) .re cut in 
abrasccl by » c-uon swab soaked w.ih saliiic. A, he c . j A)[ tissuc 

oblique socio., They are seen .- ««• ^ > ° * " ^ (ICM) and ml , C ou, 

lV pcs, serosa (S). outer 1-ngU ud.nal muscle (OI.M). « « r characteristics (xlOO). B. 
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Fig. 4 Photomicrographs of a cross-section of the rat rectum treated with CWPE. A, CWPE causes 
falling-ofT mucous epithelium (ME), necrosis of mucous membrane (MM) including crypts of Licber- 
kuchn (CL), vascular dilation and blood congestion (V), and infiltrations of neutrophils (N) and 
lymphocytes (L) (x 100). B, Dilated arteriole including aggregated erythrocytes (x400). C, Congest- 
ed venule in the submucosal space (x400). Aggregated erythrocytes can be seen in the vasculature. 
Both vessels arc surrounded with fibrin (F) exudated in edema (B, C). SML, submucosal layer. 
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Fig. 4 Photomicrographs of a cross-section of ihc rat rectum treated with CWPE. A, CWPE causes 
ralling-afT mucous epithelium (ME), necrosis of mucous membrane (MM) including crypts of Licbcr- 
kuclm (CL), vascular dilation and blood congestion (V), and infiltrations of neutrophils (N) nnd 
lymphocytes (I.) (x 100). B, Dilated arteriole including aggregated erythrocytes (x400). C, Congest- 
cd venule in the submucosal space (xlOO). Aggregated erythrocytes can be seen in the vasculature. 
Hoth vessels arc surrounded u'iih fibrin (1 ; ) CNudatcd in edema (B, C). SMI. t submucosal layer. 
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Fi , : CWPE-in«; med r«tum med^dwUh S^^(x5i?M tj^S 

control in Fig. 4, both photomicrographs A (x 00) and IB > 7 

nucleus of crypt (CL) cells, indicates act.vc m.tos^ ^« « 

m i<Tr»tion are observed in the mucous membrane layer, and vessels yv ) arc » , a 

Xugh sXpitetial Cefts appear in some parts (PancLA) | the ««... cp.theltum (MP.) „ 

integrated in the other parts or the mucous membrane (Pancl-B). 
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«, 5^ CWPE,l«c<. rccL ^c.^ ^jnTcxKXl'X: 

control in Kg. 4. both photomicrographs A (x 00 and J > , 

nucleus of crypt (CI.) cell., indici.ng ^'^'^ (v) are rarcly congested. 

mig ration are observed in the mucous ^™* { ^^Z JLL epithelium (MP.) 1. 
Although subepithelial clefts appear .n some par ■ Uanei 
integrated in the other pnrts of the mucous membrane (Ppnel-B). 
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Fig. 6 CWPE-inRamcd rectum medicated with Proctoscdyl ointment. A large number of neutro- 
phils are concentrated around the surface of the mucous membrane, and some of them emerged 
out of the membrane. Congested vessels (V) are found in the mucous membrane layer (Panel-A, 
xlOO). Panel-B (x200) shows a magnified view of the area around U P" indicated in PancUA. 
Neutrophils and nuclear debris arc composed in CU of Panel-B, showing a certain step to me- 
ronccrosis of the Lichcrkuehn crypt. On the other hand, in CL bl the neutrophils and nuclear 
debris disappear for the crypt celU to manifest complete meronccrosis. 
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Fig. 6 CWPE-inflamcd rectum medicated with Proctoscdyl ointment. A large number of neutro- 
phils nre concentrated around the surface of the mucous membrane, and some of ihcm emerged 
out of the membrane. Congested vessels (V) arc found in the mucous membrane layer (Pancl-A, 
xlOO), Panel-B (x200) shows a magnified view of the area around U P" indicated in Pancl-A. 
Neutrophils and nuclear debris arc composed in CU of Panel-B, showing a certain step to rue- 
ronccrosis of ihc Liehcrkuchn crypt. On the other hand, in CLb, the neutrophils and nuclear 
debris disappear for the crypt cells to manifest complete mcronccrosis. 



JAN-16-01 TUE 12:57 PM DE1BDN MEM LIB ILL 




FAX NO. 3033 156255 



1 



P. 15 



236 



S 



* % W. «* * 



Mhcr steroid-containing and stcroia ircw 

by abrasive irritation of the rat 
portion 



Treatment 



RAG 



Inhibition 
(%) 



<Experimcnt 1> 
None 

Cream base 
Neriproct 
Schcriproct 
Proctosedyl 
Posterisan forte 



2.44±0. 16 
2. 37 ±0. 15 
l.62±0. 09** 
1.80±0, 16* 
1.85±0.08* 
1.85±0. 13* 



0 

5.2 
60.7 
47.4 
43.7 
43.7 



2. 48 ±0.13 
2.34±0.10 
1.60±0. 05** 
2.09±0.08 
2.01±0. 13 



0 

9.3 
58.7 
26,0 
31.3 



TableS Comparisons of Neriproct iuppoi.- 
lory with other steroid-containing and .teroid- 
fr J suppositories in inhibitory effect on 
inflammation by abrasive irntauon of the 
recto-anus portion 



Treatment 



RAC 



Inhibition 
06) 



<Expcriment 2> 
None 

Cream base 
Neriproct 
Posterisan 

Borraginol N ^ 

"^TTre expressed as the mean±S.E. of 8 rats 
valu " , j _»r«~9 rats in Experiment 

in Experiment 1 and of 8-9 rats » t- 
2 RAC for the intact rat was 1.09±0.05 ana 
o!98±0.05mg/gin Experiments 1 and 2 retpec- 
, velv *P<0.05, «P<0.01, statically s, e n». 
ficant difference from the cream base group. 

DFV + LDG m®™W&*®* Xmm * h * 

dfv Juaa^lr-ettftlBiHW****-^ 1 " 24U * |,n 

K, HfiMAb***'"* (127-B). 

DFV PS, H, HC m.?Htia»>^ , - fil|ft5 

(ID50 fig) U DFV *0. 007%. PS "CO. 20%, HC X- 



<Experiment l> 
None 

Suppository base* 5 
Neriproct 
Schcriproct 
Proctosedyl 

<Experiment 2> 
None 

Suppository base a) 
Neriproct 
Borraza G 
Borraginol N 
Posterisan 



2. 58 ±0.21 
2.46±0.15 
L65±0.07** 
1.90±0. 10 
1.90 ±0.10 



0 

7.9 
61.2 
44.7 
• 44.7 



2.61 +0. 14 
2. 58±0. 12 
1.70 ±0.05*+ 
2. 12 ±0.10 
2.29±0. 14 
2.33±0. 14 



0 

2.1 
62.3 
33.6 
21.9 

19.2 



Values arc expressed as the mean±S E of B 
9 rats. RAC for the intact rat was 1 06 ±0.05 
and U5±0.08mg/g in Experiments 1 and A 
respectively. **P<P.0>. statistically s.gmficant 
difference from the suppository base, a) Wite- 
psol VV 35. 



Table 6 Comparisons of dosage forms of Neri- 
proct in inhibitory effects on the Summation 
induced by abrasive 
anus portion 



irritauon of the rat rccto- 



Treaimcnt 
None 

Cream base 
Suppository base 
Neriproct cream 
Neriproct Supp. 



RAC 



Inhibition 
(%) 



2. 66 ±0.11 
2.66±0. 14 
2. 69 ±0.11 
1.74 ±0.06 
1.70±0.04»> 




Values arc means±S.E. of eight animals. RAG 
for intact rats was 1.29±0. 04 mg/g. a) No 
significant difference from the Neriproct cream 
group. 

0 63% H-C2.82#-0*>. DFV ojMflHftffiWMffffl 

*;tt«*^fc. u^u coiosoiitttcwPEjftjK 
xd5o mtomt dfv A ;«ifc3g+t?atfiv*^u 



Tabl, 
valcr 
inflar 
of ih 

Tren 



No in 
Crca 
DFX 
DF\ 

Valu 
9 ra 

gled 
sal ( 
nddt 
and 
crca 
of I 
the 
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0 

7.U 
61.2 
44.7 
44.7 

0 

U. I 
63.3 
33.6 
21.9 
19.2 

-;. ol'fl- 

.06^,0.03 
and 2, 

.») Witc- 



of Ncri- 
i mntion 
t VCCtO- 



libilion 

:%)__ 

0 
0 

2.2 
17.2 
0.1 

RAG 
0 No 
cream 



WJfP/H 



Tabic 7 Inhibitory cflccia of diflucorlolonc 
valerate with or without lidocftine on the 

inflammation induced by abrasive irritation 
of the rat recto-anus portion 



Treatment 
None 

Cream ba*c 
DI'"V a > 

DKVH-LDC bl 



RAC Inhibition 
(SO 



2. 74+0. II 
2. 72 ±0.18 
1.94±0.13 
1.85 + 0. 08 c > 



0 

1.3 
50.6 
56.3 



Values arc expressed as ihc mcun^S.E. of C — 
9 rmv KAC for Jrtlact rate wa» l.tf>±O.0G 
mg/fj. a) 13FV (diUocoriolone valerate), mirv 
gled in the base material of Kerisoua Univer- 
sal Cream at 0.0i%. b) LDC (lidocainc) was 
added to the DFV cream. In both the I)KV 
and DFV1-LDC groups, the test substance 
cream was inirarcctaUy administered at a dose 
of 150 m£. c) No significant difference from 
the »FV group. 
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Fig. 7 Effect? of T*V V/lidocaine. DFV aod lidocainc on kaolin-cnrratfeciiin- 
induccd hind paw edema in rats A. Percent change in hind-paw volume. 
W. Percent change in pressure pain threshold. Each value represents ihc mean 
±S.K. of the change rale from U raw based on time-zero (dosing) value. 
A: Control, »: (DFV 0.3 mg+liUocuinc G0mg)/kg. Q: DFV 0.3 mg/kg, 
0: lidocainc 60 my/kg, *: P<0.05, P<0.0J, compared with ihc control 
gr oup by Tukcy'a test- 
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100 
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2 60 



1 40 



20 




1 



bo M 



-4 -3 -2 -1 0 

Concentration of substance 
rij. 8 Inhibitory effects of several glucocor- 
ticoids on wound-hcalingf in the dorsal skin of 
rots. Each point represents the mean value 
or 3— 5 animals. A, DFV; U, prednisone; 
C, hydrocortisone coproatc; D, hydrocortisone. 

*. DFV C0«Art^Itf^^^ 
Ncriproct* ©a«B*fl-C4>» LDC OSfibiR&ft^-fr 

v/aMtf^ttHu dfv ± LDC 

toi7.^03K3t i srtf:Wufe. dfv m\-c^mim^ 

Tsururuji P> ! "o = ' l '*= J 'f Kp.J:*KKIi'JliKa!iWb 
HflT^*^ 2^ LDC HJJ-K1J:»>>-»U 



/o >c<f£Tu/c. dfv ni&x-tm&Kit^xmtmii 

03E«ft* ; B*bHfc. LDC/DFV flfJB 

t?F]fl£L*:. DFV £ l.nC o-tii^itOSsftiaffiUfid 
ftKl-j-CBISSH&v^iirtfiU^v^ Glib. * 

o-cWirr-co LDC ofi?fl?B4WJSfiUfctticfeW 

DFV/LDC nErVffl Ncriproct* it CWTE tf&*7 r 

Schcriproct* R*fcl*Ul ± Dffliflfc J/iiStESsllJftfc 
^<U * fc. H Proctotcdyl* i PoHcrj. 
san forte*, iii&V'lt//^a/!,'>3< K£rfr'-/j L-fcV* 
Postcrisan*, Borrata G*, fcorrairinol N* »-Jbi&U"t 
ai?J-CAoA:. CWPE ^^1^^ Ntriprocf f >> - 
A4r«iJfLfc7., ^fflfflfrC'H, «S*±£^»,, 

.hWo DFV obm&Mttl^mtttfZWrtt 



Tabic 8 Inhibitory activity oT steroids on wound-healing and its ratio \o 
anti-inflammatory activity 





ID 50 values 




B/A 

ratio 


Relative 
safely 1 ' 




CWPE-inflammation 
(A) 


Wound-he alinff 
(B) 


DFV 

Prednisolone 


0,0001% 
0.091 


0.007% 
0. 20 


70.0 
2.2 


100 
3 


Hydrocortisone 
caproatc 

Hydrocortisone 


0. 76 

a 33 


0.G3 
2, B2 


0, B3 
0.5 


I 

12 



The values in columns (A) and (B) were calculated on the basis of the 
data shown in Fig. 2 and 8, respectively, a) Regarding the B/A ratio of 
DFV (diflucortolonc valerate) as 100, the ratios of the other substances 
were normalised. 
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Abstract-Neriprocc: X. -jWdl— jjgr JJc ^^g^* gSiSf^S 
orrhoid model in the rat. ^ N °SenTaf Research, Ninon Schcrlng 

Kaoumi 1WAI and Hldehiko ^AKAGAWA (Dcpat tmen o ^ 

227~240 (1988) . , lh rcC f 0 -anns of ihc crocon- 

Several glucocorticoid, « a cream toulanor v were appl cd J ^, ^ Dpv 
oil-induced hemorrhoid rat. Amcmjr the steroids '»» d ' J^'™" , R) DFV w3S found 
prednisolone (PS), 

L7 a : increase of the threshold for pain by effects 
dldve effect b n= 5 *rdcd - a merit of the using k hemorrhoid 

of Neriproec* and several ^"T^^^ Ldcl. In hod, 

model With abr^vc .rr.tation compart to tho* ■ 0 ™° J . d such as schcriproct*, 
models, efficacy of Ncri prod* was supenor to tha^ of ^ ^ a > MicrWCOpir 

ProetoscdyF, Poster^ forte*, Borragmol N*. P* ■« of lhr mucm l»ytr. 

observation showed that de*truc»on of th a mua* • P thrit a , so 
infiltration of inflammatory =clb and ^town m observed ,„ ,he effiency 

or n,v „ *. w, 

est among the steroids tested. 



